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Information Keys

ALLELE - Alternative allele for the annotation
ANNOTATION_CLASS - Main annotation class
DOMAIN - Coding or non-coding
GENE_ID - Ensembl Gene ID
GENE_NAME - HGNC name 
FRAME_MAINTAIN - Whether or not frame is maintained
ANNOTATION_SUBCLASS_SPLICE - Splice variant subclass
Quality of the LoF call - High Confidence / Low-Confidence
NMD - If the variant is expected to cause NMD. 50bp rule predictions.
PEPTIDES_TO_STOP - How many peptides to next stop

Loss of Function relevant 
information keys
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Allele Specific Expression analysis

ASE Analysis
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Allele Specific Expression analysis

ASE Analysis
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Allele Specific Expression analysis

ASE Analysis
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Dosage Compensation

Dosage Compensation

ASE
and Transcript Expression

 Lower than other samples
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Dosage Compensation

Dosage Compensation

ASE
and Transcript Expression

Similar or higher than other samples
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Dosage Compensation

Dosage Compensation

ASE
and Transcript Expression

Similar or higher than other samples
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Dosage Compensation

Dosage Compensation
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Dosage Compensation

Dosage Compensation
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than median

1 4 7 11 16 21 26 31 36 41 46 51 56 61 66

0
50

10
0

15
0

●

●●

●

●

●●

●

●

●
●

●

●●

●

●

●

●

●

●●

●

●

●

●
●

●●

●

●

●

●
●

●

●

●

●
●

●

●
●

●●

●

●●●
●

●

●●

●

●

●
●
●
●

●

●●

●
●●

●●●

Tr
an

sc
ri

pt
 Q

ua
nt

ifi
ca

tio
n 

(R
PK

M
)

Further investigation into Dosage 
compensation (possible alternative 

splicing events?) 

Expected

Median

Observed

Monday, 9 July 12



Splice disrupting mutations

Variants impact Splicing

Exon Skipping
Intron Retention
Evaluate  enrichment of positional motif signal associated to exon 
quantification
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Rare Splice disrupting mutations

Variants impact Splicing

G! T!G! A! G!A!

G!

~.8! ~.8!~.7!.4-.7!

.6-.2!

Hum Mol Genet. 1998 May;7(5):919-32.Statistical features of 
human exons and their flanking regions. Zhang MQ.!

exon! intron!

5’ splice sites!

Creation of exonic 5’-splice-sites!

Some evidence based on allele frequency 
distribution in large exome sample sizes 

that these mutations are deleterious
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TO DO:

lofgeuvadis@googlegroups.com
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